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(57) The present invention relates to methods for 
the identification of therapeutic agents for the 
treatment of osteoporosis and serum lipid low- 
ering agents. The invention relates to isolating 
cloning, and using nucleic acids from the pro-, 
moter regions of transforming growth factor 0 
genes comprising novel regulatory elements 
designated "raloxifene responsive elements". 
The invention also encompasses eukaryotic 
cells containing such raloxifene responsive ele- 
ments operably linked to reporter genes such 
that the raloxifene responsive elements modu- 
late the transcription of the reporter genes. The 
invention provides methods for identifying anti- 
osteoporosis agents that induce transcription 
of genes operably linked to such raloxifene 
responsive elements without inducing deleteri- 
ous or undesirable side effects associated with 
current anti-osteoporosis therapy regimens. 
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genes comprising novel regulatory elements 
designated "raloxifene responsive elements". 
The invention also encompasses eukaryotic 
cells containing such raloxifene responsive ele- 
ments operably linked to reporter genes such 
that the raloxifene responsive elements modu- 
late the transcription of the reporter genes. The 
invention provides methods for identifying anti- 
osteoporosis agents that induce transcription 
of genes operably linked to such raloxifene 
responsive elements without inducing deleteri- 
ous or undesirable side effects associated with 
current anti-osteoporosis therapy regimens. 



Jouve, 18, rue Saint-Denis, 75001 PARIS 




EP 0 629 697 A3 



European Patent 
Office 



EUROPEAN SEARCH REPORT 



Application Number 

EP 94 30 4432 



DOCUMENTS CONSIDERED TO BE RELEVANT 




CaUfuy 


Citation of document with indication, where appropriate, 
of relevant passages 


Relevant 
to daim 


CLASSIFICATION OF THE 
APPLICATION (lnt-CL5) 


D,X 


JOURNAL OF BIOLOGICAL CHEMISTRY . , 
vol.265, no. 31, 1990, BALTIMORE US 
pages 19128 - 19136 
R.L.LAFYATIST ET AL. 'Structural...' 
* the whole document * 


1-4 


C12N15/16 
C12N15/63 
C12Q1/68 
A61K31/00 


X 
A 


CIBA FOUNDATION SYMPOSIA, 
vol.157, 1991 
pages 7-28 

ROBERTS AB ET AL 'MULTIPLE FORMS OF. 
TGF-BETA - DISTINCT PROMOTERS AND 
DIFFERENTIAL EXPRESSION' 
■ abstract * 


1,3,4 
10 




A 


BONE AND MINERAL, 
vol.7, no;3, 1989 
pages 245 - 254 

FELDMANN S ET AL 'ANTI ESTROGEN AND 

ANT I ANDROGEN ADMINISTRATION REDUCE BONE 

MASS IN THE RAT' 


5,10 






* the whole document * 




TECHNICAL FIELDS 
SEARCHED (IntCL 5) 


A 


ACTA 0NC0L0GICA, 

vol.31, no. 2, 1992, NORWAY 

pages 143 - 146 

l\ANurw L. AyOniSuiC and antagonistic 

effects of antiestrogens in different 

target organs' 

* the whole document * 


10 


C07K 
C12Q 


A 


WQ-A-88 03168 (THE SALK IMSITUTE FOR 

BIOLOGICAL STUDIES) 

* abstract; claims 1-41 * 


5 




A,D 


US-A-4 133 814 (C.DAVID JONES ET AL.) 
* the whole document * 

-/— 


10 




The present search report has been town up for all claims 







Plica oittmtk 

BERLIN 



Date ml coopteltaa •/ the Bean* 

21 February 1995 



Gurdjian, D 



CATEGORY OP CITED DOCUMENTS 

X : particularly relevant if taken alone 

Y : parti cularly relevant If combined with another 

document of the same category 
A ; technological background 
O : MD-wrtttieo disclosure 
P : Intermediate document 



T : theory or principle underlying the invention 
E : earlier patent document, but published on, or 

after the flung date 
D : document dted la the application 
L : document dted for other reasons 



ft : member of the same patent faralfy, corresponding 



2 



EP 0 629 697 A3 



European Patent 
Office 



EUROPEAN SEARCH REPORT 



Application Number 

EP 94 30 4432 



BERLIN 



Date af cupltfln ef Ito u«d 

21 February 1995 





DOCUMENTS CONSIDERED TO BE RELEVANT 




Category 


Citation of document with indication, where appropriate, 
of relevant passages 


Relevant 
to daim 


CLASSIFICATION OF THE 
APPLICATION (lot.CL5) 


A,0 


US-A-4 075 227 (C.DAVID JONES ET AL.) 
* the whole document * 


10 




A,D 


US-A-4 380 635 (M.K. PATERS) 

* the whole document *. 


10 






WO-A-88 07579 ( BOARD DP RFfiFNTS THF 
UNIVERSITY OF TEXAS SYSTEM) 
* abstract; claims 1-16 * 






A 


ENDOCRINOLOGY, 126 (3). 1990. 1449-1456., 
vol.126, no. 3, 1990, BALTIMORE US 
pages 1449 - 1456 

SUNDSTROM S A et al 'THE STIMULATION OF 
UTERINE COMPLEMENT COMPONENT C3 GENE 
EXPRESSION BY ANT I ESTROGENS' 


1-5,10 




P,X, 
0 


CALCIFIED TISSUE INTERNATIONAL, 
vol.54, no. 4, May 1994, BERLIN 
page 342 


1-4 






Yang N N etal 'Estrogen receptor: One 
transcription factor, two genomic 




TECHNICAL FIELDS 
SEARCHED (IntCLS) 




pathways' 






T 


JOURNAL OF BONE AND MINERAL RESEARCH, 
voi >o } no. oi, auqust, lyyo 
page S118 

YANG NN ET AL 'RALOXIFENE, AN 
ANTIESTRQGEN, SIMULATES THE EFFECTS OF 
ESTROGEN ON INHIBITING B0NE-RES0RPTI0N 
THROUGH REGULATING TGF-BETA-3 EXPRESSION 
IN BONE 1 
* abstract * 


1,10 




The pracat search report has been drawn up for all claims 







Gurdjian, D 



CATEGORY OF CITED DOCUMENTS 

X : parti cal arty relevant if taken alone 

Y ; pwticnlariy relevant rf combined with aaother 

document of the same category 
A : technological background 
O : noa- writ ten dlsdosare 
P : intermediate document 



T : theory or prUidpJe underlying the Invention 
E : earlier paint docament, but published on, or 

after the filing date 
D t document dted In the application 
L : document dted for other reasons 

A : member of the same patent family, corresponding 



3 



EP0 629 697 A3 



J 



Europaisches European Office eu rope en 

Patentamt Patent Office des brevets 

GD 1 OG 1 DG 1 



2HEE3LC 

EP 9A3n 441? ] 



Hejaatls : Although claims 6-9 
treatment of the human/animal 
search has been carried out and 
the compound/composition. 



are directed to a method of 
body (Article 52 (4)EPC), the 
based on the alleged effects of 



4 



